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The MAILING DATE of this communication appears on the cover sheet with the correspondence address 



Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 

afterS IX_(6). MONTHS f rom th e mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

Responsive to communication(s) filed on 27 January 2004 . 
2a)E3 This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 1-3,5-11.13-21 and 25 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 13 Claim(s) 1-3.5-11.13-21 and 25 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)Q Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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2) Notice of Draftsperson's Patent Drawing Review (PTO-948) 



3) ^ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 
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4) H] Interview Summary (PTO-413) 
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Part III: Detailed Office Action 

Claims 1-3, 5-11, 13-21 and 25 are pending and under consideration. 



Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-3, 5-11, 13-21 and 25 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The claims are indefinite because they refer to SEQ ID NO: 3 for the sequence of a 
protein, whereas SEQ ID NO: 3 is a nucleic acid sequence, and merely encodes 26 amino acids. 
It is suggested that applicants file a new sequence listings and introduce a SEQ ID NO: having 
the mature form of the protein, and amend the claims and specification accordingly. 



Rejections Over Prior Art 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
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the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-3, 5-11, 13-21 and 25 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Tischer et al., U.S. Patent Number 5,194,596, cited by applicants, in view of 
Claffey et al., BBA 1246:1-9 (1995) U.S. Patent Number 5,648,233(Yamaguchi et al.), and U.S. 
Patent Number 5, 783,416 (Thim et al). 

Applicants traversal of this rejection, filed 1/27/2004, has been fully considered but is not 
deemed persuasive. Applicants argue that the Examiner has failed to meet the burden of 
establishing that the protein of Tischer et al. inherently comprised glutathione bound to Cysl 16. 
This argument has been fully considered but is not deemed persuasive because (a) applicants 
argument that Tisher's protein would not be homogeneous in respect to the glutathione 
attachment is not persuasive because there is no such limitation in the claims, (b) since Tischer et 
al. disclose using glutathione to refold the protein, it would be expected that proteins having 
glutathione bound to Cys-116 would also be obtained, and applicants have provided no fact or 
evidence to the contrary, and (c) as stated in the rejection, given the examples in the instant 
specification, in which such occurred with no overt action on the part of the inventors, and in the 
absence of any added cysteine or glutathione, the assertion that such is not predictable seems 
unfounded. Since the Office does not have the facilities for examining and comparing 
applicants' protein with the protein of the prior art, the burden is on applicant to show a novel or 
unobvious difference between the claimed product and the product of the prior art (i.e., that the 
protein of the prior art does not possess the same material structural and functional 
characteristics of the claimed protein). See In re Best, 562 F.2d 1252, 195 USPQ 430 (CCPA 
1977) and Ex parte Gray, 10 USPQ 2d 1922 1923 (PTO Bd. Pat. App. & Int.). 

With respect to the altered glycosylation site in the claimed protein, applicants 
argue that the person of ordinary skill in the art would have been deterred from producing a non- 
glycosylated protein by the teachings of Claffey et al., and would have looked no further, thus 
alleging that the person of ordinary skill in the art would not have considered the teachings of 
Yamaguchi and Thim et al. This argument has been fully considered but is not deemed 
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persuasive because Tischer taught that non-glycosylated VEGF was a desirable embodiment, and 
Claffey demonstrated how to make such, and that the protein so obtained was capable of 
dimerization and retained acti vity indisti n guishab le from that o f the wild-t y pe protein at 
equimolar concentrations. Thus, Claffey demonstrated success at removing the glycosylation 
site as suggested by Tischer, even though the substitution that Claffey used was a non- 
conservative one. Claffey did point out a single drawback to the modification, that the Tyr 
substituted form of the protein was not secreted from mammalian cells as well as the wild-type 
protein. However, the remaining reference teach that Claffey' s substitution would not have been 
one of the more desired one, and point out several preferable substitutions, including the claimed 
Asn-Glu substitution. Accordingly, the person of ordinary skill in the art, having the laboratory 
walls hung with the cited prior art, would have been amply motivated to substitute Glu for Tyr, 
and would have had every expectation of success at producing an active, dimerized protein by 
doing so. One cannot show nonobviousness by attacking references individually where the 
rejections are based on combinations of references. See In re Keller, 642 F.2d413, 208 
USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

Advisory Information: 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 
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Any inquiry concernin g this commun i cation or ea rlier c ommunications from the 

Examiner should be directed to Lorraine M. Spector. Dr. Spector can normally be reached 
Monday through Friday, 9:00 A.M. to 5:30 P.M. Effective 1/21/2004, Dr. Specter's telephone 
number is 571-272-0893. 

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Dr. Gary L. Kunz. Effective 1/21/2004, Dr. Kunz' telephone number is 571-272- 



Certain papers related to this application may be submitted to Group 1 800 by facsimile 
transmission The faxing of such papers must conform with the notices published in the Official 
Gazette, 1156 OG 61 (November 16, 1993) and 1157 OG 94 (December 28, 1993) (see 37 
C.F.R. § 1.6(d)). NOTE: If Applicant does submit a paper by fax, the original signed copy 
should be retained by applicant or applicant's representative. NO DUPLICATE COPIES 
SHOULD BE SUBMITTED so as to avoid the processing of duplicate papers in the Office. 

Official papers filed by fax should be directed to (703) 872-9306 (before final rejection) 
or (703)872-9307 (after final). Faxed draft or informal communications with the examiner 
should be directed to 571-273-0893. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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